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(57) Abstract: It is considered that the disruption of the function of Rapl as an integrin adhesion regulatory molecule would closely 
relate to the pathological conditions of immune diseases such as inflammation, allergy, autoimmune disease, cancer immunity and 
transplantation immunity. Thus, it is expected that the clarification of the integrin adhesion regulatory mechanism by Rapl con- 
tributes to the understanding of the pathological conditions of these immune diseases and the development of therapies therefor. 
2 P 30 is identified as a molecule relating to the integrin adhesion regulation by Rapl. It is found out that p30 binds to Rapl and thus 
^ controls its function. Use of this finding makes it possible to develop an inhibitor of the binding of p30 to Rapl, develop remedies for 
^5 inflammation, allergy, autoimmune disease, cancer immunity, transplantation immunity, etc. and, in its turn, clarify the regulatory 
mechanism. 
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Box I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
1. Q Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2. [x] ClaimsNos.: 13-17, 21-24, 28-31 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 
(See extra sheet.) 



3. [ | Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 

The inventions according to claims 1 to 12 relate to a screening method focusing 
on the interaction between human Rapl and human p30 (RAPL) . 

The inventions according to claims 18 to 20 relate to a monoclonal antibody 
binding to human p30 (RAPL) . 

The inventions according to claims 25 to 27 relate to a transgenic animal 
with regulated mouse RAPL expression. 

The invention according to claim 32 relates to a compound itself (as a substance 
inhibiting the binding of human Rapl to human p30 (RAPL) ) . 

Since there is no special technical feature common to them, these inventions 
do not comply with the requirement of unity of invention. 

1. Qf] As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. □ As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. r— j As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. r— ] No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest The additional search fees were accompanied by the applicant's protest. 

["x"| No protest accompanied the payment of additional search fees. 
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Continuation of Box No. 1-2 of continuation of first sheet (1) 

The inventions according to claims 13 to 17 relate to a substance 
obtained as the result of the embodiment of a screening method. However, 
the extent of the inventions (i.e., what specific substances can be 
obtained by effecting the screening method) is unknown and thus the 
inventions do not comply with the prescribed requirement to such an extent 
that no meaningful international search can be carried out. 

The inventions according to claims 21 to 24 relate to a polypeptide, 
etc. having a dominant regulatory function on a specific polypeptide 
in cells. However, the extent of the inventions (i.e., what substances 
has such a dominant regulatory function on the polypeptide in cells) 
is unknown and thus the inventions do not comply with the prescribed 
requirement to such an extent that no meaningful international search 
can be carried out. 

The inventions according to claims 28 to 31 relate to a compound 
inhibiting the binding of Rapl to p30 (RAPL) . However, the extent of 
the inventions is unknown because of a great number of alternatives and 
it remains unclear whether or not the compound has the binding inhibitory 
effect. Thus, the inventions involve the part wherein they do not comply 
with the prescribed requirement to such an extent that no meaningful 
international search can be carried out. 



Such being the case, no meaningful international search can be made 
on claims 13 to 17, 21 to 24 and 28 to 31. 



I 

Form PCT/ISA/210 (extra sheet) (July 1998) 



/J PO 3/1 3 9 3 7 



35UHOJ!-*-5#i?tf>#S (H^fF^S (IPC) ) 

Int. CI' G01N33/50, 33/15, 33/566 A01K67/027 A61K31/44, 45/00. 38/17, 48/00 
A61P29/00. 35/00, 37/02, 37/06 C07K16/18 C12N15/00 



m^n^tz.^mmn m&ftftftm (ipo ) 

Int. CI' G01N33/50, 33/15, 33/566 A01K67/027 A61K31/44, 45/00, 38/17. 48/00 
A61P29/00, 35/00. 37/02, 37/06 C07K16/18 C12N15/00 



B^mmmmm^n 1922-1996^ 

futm'jtmnmmmvtn 1971-2003^ 

8*m&&nmw\&4:m 1994-2003^ 

z*mnmm&&»2:m 1996-200 3^ 



mm&-?i&% ufcm^-x-^^-^ w— 1"<— sS3t^ffi vitmm) 

CA, BIOSYS, JOIS, SwissProt/PIR/GeneSeq, GenBank/EMBL/DDBJ (GENETYX) 



mm-rz 



JP 02-084181 Mmit^Wftffi) 1990.03.26 

JP 02-231500 A(=*1*bfc85fc£*b) 1990.09.13 
& EP 346187 A 
& US 5378810 A 
& DE 68911599 A 



1-12 
1-12 



r&j R-^fyh7r?!)-Xt 



09. 01. 04 



27, 1. 2004 



B*B#fF/f (ISA/JP) 
S«#-^l 0 0-89 1 5 



ft 



2 J 



9 4 0 8 



F-f- 03-3581-1101 



3 2 5 1 



iSPCT/lSA/2 10 (^2^) (1998¥7fl) 



J P 0 3/1 3 9 3 7 



c m%) 







Hit-*-* 


A 
X 


JP 2002-530077 f- • 7 
./fya-jKlz/ffyF) 2002.09.17 
SEQ ID NO: 8. SEQ ID NO: 16 [0074] ~ [0076] 
& WO 00/29574 A 
& EP 1131425 A 


1-12 
18-20, 25-27 


X 


JP 6-135934 A (^Iiltt^#l±) 1994. 05. 17 
MSf [0 115] (7 7^-*L) 


. 28-32 


X 


WO 98/37887 Al (ISHIHARA SANGYO KAISHA LTD. ) 1998. 09. 03 

& JP 10-298076 A & ZA 9801430 A & TW 415843 B 
& AU 9861163 A& EP 971711 Al & CN 1111407 B 
& US 6197796 Bl 


28-32 


X 


EP 465913 A2 (ISHIHARA SANGYO KAISHA LTD. ) 1992. 01. 15 
% 5 1 KJS 2 4 tT~^ 3 9 ft 

& JP 5-170742 A & CA 2045857 A & ZA 9105023 A 

& US 5229403 A & CN 1058396 A & AU 9179497 A & IL 98762 A 

& JP 6-247934 A & JP 6-263735 A & JP 10-152473 A2 

& US 5260320 A & US 5348967 A & US 5492908 A 


28-32 


I x 


WO 01/056570 Al (PaMMWfc££&& 2001. 08. 09 
8 JTF7!>> ibSg 5 fr~T^<b Jg 2 *T 
& JP 2001-288088 A & AU 2001030528 A& EP 1252889 Al 
& US 2003/109551 Al 


28-32 


X 


W001/056568 Al i?aWMW0f&&&S 2001. 08. 09 
Kll OHTa»e>H5 3fT'-S&l llf6tr 

k JP 2001-288087 A & AU 2001028861 A5 & EP 1252890 Al 

& US 2003/027843 Al 


28-32 



^PCT/ 



I S A/2 1 0 (g52^-v?WigE#) (1 9 9 84*7/1) 



J PO 3/1 3 9 3 7 



j£i8^3ig (PCT 1 7&<2)<a)) C©HRW3lE«fttt*«53il*lc «t 9»#©«SIB«5-»tCo^T^ 



1. □ f»#©l&&ffl 



2. HHl fg^PigSia 13-17.21-24.28-31 **l|/j:HR51H38ESr1-* ^ t &X'% SgftS-CBrjeojfftfcMfc LT^ 



3. □ m*V>mm tSJSft*<0(i55ffl-C-foo-CPCT^iJ6.4(a)^2^:S^3XO^<c 



ff*©«Sffll - 12lt thRapl<tthp30 (RAPL) ©fflEf^ffl*!l*B L/c* 
If 3fcOi5ffl 1 8 - 2 0 tt, thp30 (RAPL) 3 ■=& / * n — ^/Ufetft^§l|-f 

Ii^<^faia3 2(1, te^Sf* (thRaplithp30 (RAPL) (D^SrPl^f 
£4&5C<!: IT) -CfcSo 



4. n a«iA*«i^*iWPW*¥«»t»inBrtfc««'Lft*»ofc©-e» c:«>sinnRM£rtt. »*©ttH«5*ta»ciEi» 



ii*]fllW»»«>ll»«>**T»c:B8i-Stta 

0 a tm&*wb nm* t * (cubi a*> e> sa& * £ x & tt *> tz B 



m#.PCT/ ISA/210 (^l^-y©^ ( 1 ) ) (1998¥7^) 



brush*-?- 



/JP03/13937 



mm) 

it ?k<D%m 2 1- 2 4H %f?E<D# y hi^tt ^mf&ftx*m&#i®mzmmi-z> # v 

If Jk<D$&m 2 8 - 3 1 it. RapUp'30 (RAP L) <Dfa&mm*ft 0 it&mzm-t 

zfrmnhti^tsthxteh-r. ^Mm^-^^^mmomm^m^^^nx^^^^ 
io-c. if*(D$&iai 3- 1 7, 21-24, 2 8 - 3 i mnmtmmm^fcxz & 



^PCT/ISA/2 10 (^SiJ^— /) (I 9 9 8f7fl) 



i 



